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(^135H) 



f--73-r(##) 

A 2 G 0 4 2 
2G0 4 5 
2G0 54 
4B0 24 
4B0 6 3 



4#l^2000'-e03433(P2000-603433) 

3^0a2^ 3^100 (2000, 3. 10) 
21£^13¥9^120(2OO1.9.12) 
PCT/US 0 0/0 6 3 9 0 
WOO 0/0 5 38 1 2 
:^^12^ 9 ^ UB (2000. 9. 14) 
0 9/26 7. 496 
^^11^3^1200999.3.12) 

3|e@ (US) 

EP(AT. BE, CH. CY. 
, F I, FR, GB, GR, IE, I 
NL, PT. SE), AU. OA, J 



(72)5699* 
(74) 



r^^j ^•&*ao2i38'Tit5^=i--"^ V 

17 

)Vy^')> 218 
15 Z'^— :57C7:ii-< 21 



(54) 1%9«<?5«»1 «KTV^oi^:/'J*«« 



itt^e/-^x>i/>^-r^BJc#:5^^^*^ ^^^^ 





!|#^2 00 3-5 2633 1 

(2) 



b*^. ^^^^^^ ^"^^^^"^ . : 



!t#a2 003-5 2633 1 

(3) 



0 ^»i..^^.cmA|feffl.. ^^.S^.t...WTW^a..-^ 



l#a200 3-5 26 33 1 

(4) 



it#g200 3-5 2 63 3 1 



f) =^^»3^-rsPifo 

[m^^l 61 («) ^^^^oT^P^ (f) <^fltlt.. Tl^^<^#®S^ 



#^2 003-526331 



-(Tj-fttJ*) ^-ffl>'^^>^^*- 



(7) i^aZOO 3-5 2633 1 

O 

o 



#^200 3-5 2633 1 



phase) ^^;0.?A,^^;i,#S^P&^^^5£»f?^&J^^t-^ r:t^v5^V:r^F 
Vv.^^fv^. SVv^^^^^^SPt (b) ~ (0) ^^V^^KE 

^^e.-e^^.^. ^^^^^ 

d) (b) - (^) '&gE^<7>^f^^^^^^»?^-^^'^' 

I'gp^ (e) ~ (f)^S#«9ii-rSP&;i3<}:I/ 

^^^M^m^^mx^r. ^^^->.-t.-»h.; vm*^t.ti^w> ^^^'^ 



!t$ft2 003-526331 



^ifS5Mtci3i/>t:m-07** + ->^i5' i^^-^ ^'^'^ ^^cTjii-g-!^^? pjt^-^tf^ m 

IW^]^3 9l ^It (9) <^^^-C^)oTgPir (h) <7)fft::x Tl'-r*3¥:iI'fe 

[M*]fi4 1] apt (9) <^?^-c«5:Pi (h) m^i^taym^^^m 

g.|5g (e) ~ (g) <D^^ i7 )\^i)m^^^^> m*^35faf^<^:^^o 

c) ?f,-a-t)7:)^Ea-^<=ox^^->^^' i-^v khu ym. dATP> *np> ^Jctp. *5 
xxf<in?(o^ii^i(i^-^^^. mm.^mi3K •r:t^->^i5' i^^tv- kh'; ciatp 



flO) #^200 3- 5 26 33 1 

d) - o t »± ^ tLj.:iL±<o:^ «; ^i-^^ 1^ ^ ^ ^^ ^° 9 -7 - <7?# e 'Sr PT -r 

a) gl5gL;t:^'J ^ ^.^^ 9^ -7-<?>-7^ if a T W'Sri'^SII-^a 

Pif ; 

_/>^^^_ ^^§y=^, DNA.i.-.j;/ 7--tf^Srt4^<t^J'-r^'^~^^^^^^ 
^i:*l--f ^"^^Sl® : 



^200 3-5 2 6 33 1 



pgr ; isiO'' 



!t#^2 003- 5 2633 1 

1) B*^6<ji;> ^ltd~-^|5gfh^#.»9^-rSP^o 

6 5 1 ^M^^ftjDNA'*- .J 7 - -tf *^Taq DNA^ .J 7 -t' & 



(13) ^^^2 0 0 3-5 26 



(1^4) #^200 3 -5 2 6 3 3 1 

[0 0 0 1] 

;^jlj||tiDO^>ftl=^^DER:02-87ER-60565^lC J;^gi)fij(.^S:tt. 19984^8^ 28 

B^ai<^*ii#^m®^o9A43,oi4^o-OTi^aisa^**> 1999^3^120^ 

mmcD^vS1S*®^60/076,570^^ J: 0^1997^10^ 100 Jiai<7)*g^tilM^60/0 

61, 511-t <7)S^ ^ i?5i" S o 
[0 0 0 21 

[ 0 0 0 31 

^mim^mr^^^^-^mm^^^ (Podor^,, ^il#l1=|^5,510,27O^; Lockhart 
*@#l^^5,556.752-^) „ Chetverinij J: 0^' Kramer (g|^^|g<2r||^93/171 

[0 0 0 41 

Chetverin^ X r/Chetvernna<?57l^@#l^^5,616,478^}5, ;|^miii|ii<0:^fe-e*> 
1om<omm^m^LXy.^^tmn^iir^.>^o UtermoMen (^gl#l1=^5,437.97 



(15) #^200 3-5 26 33 1 

[ 0 0 0 51 
[0 0 0 6] 

[0 0 0 7] 

[0 0 0 8] 
[0 0 0 9] 

^it$tl;t!|fm$|5 (feature) tW.n^^X^^^^c 
[0010] 



(16) itS^2 0 0 3-5 2633 1 

10 0 1 1 1 

[0 0 12] 
[0 0 13] 

tzik^^tm.%mwj:^<oxmm^^x\^^:i>^j!^}i. ^^-<7>m3fcii^cDNA^ 

LIST W-f <75^-^<^«M^^^IS±T-^tai^ tt/clS^-O^^tlf^^ J: C/^^-o 
[0 0 14] 



!tt^2003-52633 1 



[0 0 161 



««2003-52633 1 



j^gj !t#a2 00 3- 5 2633 1 



10 0 2 1] 

[ 0 0 2 2] 

:^^mm-^^-rt^^^^vr>^xLr..^x^^.mni>^^-^^^'-'') ^^^^^ 

[0 0 2 4] 

,j^^^'->a>=^nrtgici-^^#TTJn;t;6^P^t ;b) m-<;.m^m^it 
r * ^ ^ ^ V* V KH 'J > m ^ rl^^^ 11 . tlfS^ r ^ V ^ ^ * ^ 



^20) 003-526331 



[0 0 2 81 _ 

# sfe =ir pT «g i- * S£^'J * o 
10 0 3 01 

out of phase) ^:5.^.;enJil±-^ -f ^ ^»"^«^^ ^^"^^ * ^ "^"^ 



^2Xi ^#a200 3-5 2633 1 

tufc^^m-^<^ 7- 9 ^ - <^ ^ ^ 'J ^* ^ -fe* - ^ * ^ B^'^ ^ ^ "^^^^^ ^ 
z.v^^)ym^^fL^i^^m^^m^-'^m^^->-'^^^^')^-^^^^ ^^^^^^ 

1 0 0 3 2] 

H o <7> mM^ ^ V ^ ^ V :t K H 'J V m^i^ ^ '5: ;i> «fria^- <^ii^'^^ 

[0 0 3 31 

10 0 3 41 

w^$ilfzm.^xfmm^il.x^,^fJ:^^-m<^'m<r>rt^^y^^^^'y\'^'rym 



^22^ ^^Z 0 0 3-52633 1 



^23) !|#S200 3-5 2 633 1 



:,^-:.,.^l.^^>KHV>mT^$>^clATP. dCTP, dCTP^O^dTTPcO W^O^- 
i^fW;^. b ^v-eM prig's: m^fe^is^ ^ ffl ^^-^ ^ ^^'^M^^^ 

[0 0 4 0] 
10 0 4 1] 

[0 0 4 4] 



!|$^200 3-5 26 33 1 

C24) 



y V (MKT-- v..- rn-^* •) - * ^r^^^'E^J-l^x ^ ^ 

[0 0 4 91 _ 
[0 0 5 2] 



^25) ^tf$2 00 3-5 26 33 1 

[0 0 5 41 

[0 0 5 6] 

^ ^ ^-.^fc < <> -:^<^ ^ ^ - :^^'T ^ b "^i^^ ^ ^T.^ ^ :l i: ^ 

[0 0 5 81 
[0 0 6 01 



^•26) #^200 3-5 2633 1 



[ 0 0 6 11 

[ 0 0 6 2] 
[ 0 0 6 3] 

10 0 6 4] 

fixed)j V. ^ ffl^li . ^m^^ t^^-^h>j-y^:^2:<OHO*^*g^^rsOo 



^2^^ ,^^2 00 3-5 2 6 33 1 



[0 0 6 61 



10 0 6 71 



1 0 0 5 1 ^ 

„^ ro,<«mfhetetx30eneous)J tv>^WSSIi, aSS") 



jjj, eSE003-52633 1 



*sm»^h' 6 r»»ss t^^^-^) J 

-5 4# n- VWWT''; ^l•>>>*«i■-i*'■^*«•■' 
10 0 7 41 

*Sffl«^fflv>fea*a*. riiffi1-*SBJ iv^lMStt, 



4^^2003-52633 1 



o 

[0 0 7 61 
J: 9 o TV/^ - •i^ *S ^ ° 

% 9 o 

(0 0 8 01 



^#^200 3- 5 26 33 1 



I 0 0 8 2] 



o 



[0 0 8 7] 



^.3^^ !|$^200 3-5 26 3 3 1 

[ 0 0 9 0] 

i,> e, its t>M S * 2> « 

10 0 9 1 1 

[ 0 0 9 31 

^- <; :3 - ;v * tr ^i' - 7":*^ <^ ^ * ° 
[0 0 9 61 



^32) 1^^200 3-5 2633 1 



[0 0 9 81 ^ is/ 

[0 0 9 91 

10 1 0 1] _ ^ . 

o 

10 1 0 21 



^33) i^SZOO 3-5 2633 1 



^ tfe ^ (7D ^) ^ ^ S <^ - ^ ^ « ^ » 

o 

CO Sfi^J v> T ^ Iffl -CP^T ^ o 
I 0 1 0 71 



(-34) ^^^2 003-526331 



[0 10 8] 
[0 10 9] 

pg^*»L. ffmt4c^^Sv>|S^,J)^'#^^^'b^-^*'5^ Qietverin^U^KramerOAD 
93/17126), Chetverin;5tO'<:hetvenna(1997) (^il#lt^5,616,47S^) J^O''^ 

[0 1 1 01 



^35) t^*2 0 0 3-52633 1 



«iS^^TV.«*. M**vH.«H^*^o »*'^" 



10 1 1 il 

111 



^^^^ 003-526331 



« a1., Mutation Res. 338:215-229 (1995)), J:a<^v.rH*'<^5?«lc i 



[01121 



[0 1141 



^taz 00 3-5 26 33 1 

C37) 



4#g2 0 0 3 -52633 1 

(38) 



ij 3 — tt&o 
10 1161 



lar Cloning: A Laboratory Manual, 2nd eainor, 

P J col. SpMn. Harbor, NV aSBS)).* . . .^^.^H..^.. 

^^^^^^ yuvx: > 

ai-s. » *^*jsT-i.- r«*tt<tv> 



(»S2003-62633 1 



[0 1181 
10 1 1 91 

^^^^^^^^^^ ^ ""^ '^"^ ' 
.1 -to+^itoit-h-ru»2.(0'Driscon, Method 

s EnzynK>l 44:169-183 0976)). ^^^Sa'^^ * 

^:<^>J:^^.^^4>:*:^?9ll^3.>Tf.JfflT«^^o UlTl^^i" i: ^ ^^^^^^ 

enton^r^OavisC^iatis^, C1B82) r»*>1ecular Cloning: A Laboratory Man^ 
1. cold spring Harbor Laboratory Press. Cold Sprir^ Harbor. m<^1,'^V. 

fi^^Vc^-^i:. m»ft^W K.T.'.-.C^iAl.. Ultarp^re; Life 
Technologies/Cibco-BRL)=^^a^fi5C#?Stt)<7)MYi^4^^^M^^ * 



^^Q^ !t#|g200 3-5 2633 1 



^is. M.^ Nu.1e1c Adds Res. 12:203 a984»)SH. 

O " 



(-41) !^ig2 00 3-5 2 6 33 1 



[0 12 4] 
10 12 51 

J; 9 ^ ^ ^ :/ U X Cself-hybridize) t ^ i" o 1^ ^ ^ 6tJ SB^J < 



4#a2 00 3 -5 26 33 1 

(42) 



*<K!t»J^-^>'>^= -<^*-'*^°^' OLIOO 4.0 (National Bios 

10 12 7] , 



(43) 



mZOO 3-52633 1 



^^^^:^^%n^±.Kfu\f. Affile J:»9^:&^Wtc(EP^. ^^^c)PlR$i^f>:^i 
[0 12 81 

[0129] 

^^^^ V > ^ 3 - ^ (Adan.s;5tf^-'<'-°". 3<^S#Sl^»5.641.658^( 

?ttTV> 2) (Strata! inker;Stratagene)^ MIC J: 19 ^^'Srlf ^ ai^-C'{i> ^® 



4*^200 3-52633 1 

(44; 



[0 13 01 

384 C1994V LongawKo™.rinothut*aStMftt55J!!2L5!^ 71:X41-ia C139 
n»=a) i.-waCthema-'-yclecOPCRCMullUao.Faloona, Me thods Efeymol . 

.^ue 48Cn:498-501 Q^r. Cuat.llife, P^c^NatT^cad^ScI^ C 

\ ^.no»h^ Pr«.Natl.acad.Sci.USA83:U73-1177 <1989 
Repl1cation)J8)SRlE*a'&1"*> •> 



(-45) !t#g200 3-5 2633 1 



[0133] 

TP. InM dGTP. InM cmP. %M ATP, 4«W CTP, CTP. dTTP. 4«M ATP, ^ 
MCTP 4nMGTP, 4nW OTP, ig«<7):t U r-'^ ^ V^^ ^ " ^^^^^ 

/^l AIW-RT, 1.0^10100^:=.';. Y/,.^^ RNA*' U ^ -H CiT*, . ^^J^^ 
.''staratagene;La3ona.CAj:»j). 2.0^ 1<^4^:. ^^M^Nase H 

(^J£(f Gibco/Life Technologies;Gaithersburg,MD)*^;frt-S4.6^1o3SRif 

[0 13 4] 



mm 003-526331 



^ - . 4^i*BrNA^RA-Comnton Nature 350:91-92 (1991);;^ 
^ Txr's tfs^i&l«ililCSDA;Wall<er(^, Nucle ic Acids Re 

s. 20:1691-1696 (1992) ;:$;^Sffl*0-?B=Srfilfi5i-r ^ ^^'^^ «> 
10 1 3 51 

ics 121C3): 395-399 C1989M, vy<)*tt, 2c«y )l-OI±aitt«lB * t 

T ^ 7 T - V 9 ^ ^ ^ - ^ ^ ^ ^ " ""^^ 

^ 4jlOO~1000^@(7)^^7!)«^^tLSo 



(47) !}#S200 3- 5 26 33 1 



^^n=.~y^^h^';>r.^/^. t,cfi,.CPaackman^. Science 269C5224): 
664-666 a995))tcj:*)^«llff«^ =1^2,0 a. y ^ b -X^#C^I^^ i3 

DNA sequence 1(6) : 37S-388)„ ^^y«|EK**<^-S^ * 

b 3 J: ^ I- l^^'J * ^^"'^■^^^ 

[0 13 7] 

;5gB^J^feCSequencin^by-Hybridization(SBH);t/c. * r.'^ ^ 1.:^- ^ K»S 
llMf 2.-^^ ^'^ -fe*- ^ ^ae>r.J^^CSequencing-by-Hybridization 
-to-arv01igonucleoticle^trix)i/cliSHCMi:llf »ftLS ;Dnnanac^, Science 26 
0(5114) :1649-1652 (1993); Khrapkop, (1991). mJE'. Mugasinengalamj^, NucTe 
ic Acids Res. 25:800-805 (1997))-c|e«? ^2>^2>-S<^S^ <7)^-C<^gB?'J«r 
;;^J7I(^(7^4096f@co-^^-^-)m3fc9-<;^^*L^:^'J rfV— (^/^^ 



^^^^ <Sg2 00 3 - 5 2 6 3 3 1 



I 0 1 3 81 



imonitor l25-,Victoreen:)^fflv.T 'J - V ^ J -^T'^ ^ 



1=5^2 0 0 3-5 2633 1 

C49) 



J|#a200 3 - 5 2 6 3 3 1 

(50) 



10 14 3] , >^4,t 

^ o 

[0 14 51 



^51) !tt^2 00 3-5 2633 1 



[0 14 6] 

^^^^^ e<7)flb«»<^®*^'^S^^^-^'-^*"^*^^ 

^^j^^ (200- 300) ^%t,l~2^n^*MX-^i.o 
[0 14 7] 

'^^^^f^^.^t/c^i^W^.«^^'#<*^^^^^^ (Matthe^s^, 1988. Ar«l 

Bicxhem., 169: 1-25; Haugland, 1992. Handbooko^^ 
7^;;^:;^ Chemicals, Molecular Protes, Inc.. Eugene, OR; Keller^ J: r/Ma 
1993. probes. 2nd Ed. . Stockton Press, New York; Eckstein^, 19 
91.' oiigonu7leotides and Analogues: A Practical Approach , ML Press, Oxfo 
rxi! 1991; Wetmur. 1991. Critica^^^ 

iology. 26: 227-259^#BB.) . ^ < (^^'Ilffi^:*^^^^^^^*-*^^'^^ 

^^CConnolly, 1987. Nuclei^Acid^ 15: 3131-3139; Gibson^ 198 
7 Nucleic Acids Res., 15: 5455-6467; Spoatf, . 1987. Nucleic Acids Res.. 



!^«200 3-5 2633 1 

(52) 



r- . ^Ei**-t^4 757 141-&; Hobbs^, ^^@!|#^^5,151, 
-L5 . 4837-4848; Fungt, , ^mf^f^^'^^''"^ ^' 

507-S-; Cruickshank. ^S#fF^5,091,519-^ , f mi m 

. ^^Kc;.^^]; 3ablonski^, 1986, Nu£lei£Acid^ 14: 

6115-6128 imn/^ x)zf^^V-^^y 3^<xJ' o ^ 

C 0 1 4 8 1 , , J., 

, (^^^App^lea Biosyst^. inc.. C1,^. Calif.,, 

FJC^l'T--t C*^^ ^^''^'■^ ^ .... 

Nuclenc Acids Res., 21: 3125-3137; L1v** , t/Brenner , *B«rtte=.»' 
,245^) „ ip-5 7.IIS5I? WT--t<'3B!i: L, <■ «- 



^53) !t$a20 0 3- 5 2633 1 



Sisi Hgal, BscM, BbvII, Bcefl Bce85I, Bed, Bcgl. Bsal. Bsgl. Bsp^a. B 
sr7n Earl, Eco57I. Esp3I, Faul, Fokl. Csul, Hphl. MboII, ^l, RleAI. 
Sapl SfaNI. Taqll, TthllUI. BcoSI, BpuAI. FinI, BsrDI. ^XZf^flh<0 
^^;.^,,.^.,.^^.»^U.^^^V7-^'^tX^iFo.I.HgaI. Ea.I, 

^ (Ne. England Biolabs) ^.^t^ UT v>2>M«50^ L^^^tott2>o m^^^J^ 
M^vS'bSambrookt,. 1989 {mm tcfSi? 2>o 
[0 15 01 

,..^*+-hn-j-7L - >v,i-7»i& (SambrookP,, 1989 (flij^E) 
^u^,.«j.. vrKilrdea 1986, Tetrahedron Let 

InXV.^ Phos,^t^.. |.-^^Clontech Laboratories; Palo 

Alto, Calif) o 

,Mst, . 1989. nucleosides & Nucleotides . 8-. 407-414; Shabarc^fe , 1391. 
fK,,le1c Adds 19: 4247-t25W*£, jRaMCIi- S^^---^ - 

Englerc,, 1982. rCK* LigasesJ Boyer||», TjgJ"^^' 
30 Acadennc press, Ne« York) „ ff* tv> •) t tX li, T4 DN*., 

. i- 5-16- Marshib, 1992, Strategies . 5: 7^76) , -KdSl^, .)*-1fCli 




!t«^2003-5 26 33 1 

(54) 



dBiolabs (Beverly. Mass.) :*-e>lUSS^tLTV^^o 

10 15 3] . v-ji. 

6,571-t) 7-n--7-^<^7>f^-^^^^^-^ 

;^ 3. ^ VT-tfl^ J^oT^iM'l^U ^ ^ V;*-^ F±l^5 ^tliife 

tK ') ^ - -t'C^^i'^'^ ^ ^ 

Dt^*-U>9--fe**±^ /•txLfivr:^^^^^'^^^'^ 



(55) !tta200 3-5 26 33 1 



2) o 

(,,^^(i'KlencMSf.,iSequenase (S^) ; U. 
S. Biochemicals) ^ j: o^i^co^^ ^ F^fflv^^c^^^ -^-Ml' J: ») 

-t?i2,o -tl-Ji^ i^cfcX-tfclATP. dCTP, dCTP, dTTP, dATP<7) J: ^ H iSSE-e% ^ CI 
[0 15 5] 

10 1 5 61 

O^Chung 1994, ASMO 3ourna1 . 40(3): M594-7; Day, 1988, Proc. Natl. Acad. 
Sci. U.S.A., 85: 5454-5458; Kimble. 1981, D^^^^, 87(2): 286-300) 



1#«200 3- 5 263 3 1 

C5d) 



mert-Buck ^, 1996, Science. 274(5289): 998-1001) :^tt^X'^^o 
[0 15 7) 

^^V^Hf-Ma (Lasertec ll^lW. «|ife) *fflv.TTl.J£^ ^^^^^^ 
(EVA- Adhesive Technologies; Hampton. NH) t,:^^:^^ -> U n > ^ (i 

2; ^^) ^fflv^xlt^iooft (M^v.y:<iOfg) n?«l^-r^c Mm**:^^-^ 

-x (Apollo Company model 580, Los An 

geies t f-f±California Laser Canpany model LS150, San Marcos. CAa^.^f^ 

^.) f^^I<^^^^;v^-.^•;l';.c.s^t.^•'7-^^Wtfe-c*^o ZnSe^^^Cr^ 
^^X;*PWt^^^*^o asi50,m^^^^^. ^^,,6oo^^.u^o..;v 

^^^^-y V<Dmm'-m^i^MLXi^»-r^o EVA^. ;vA<oPlE#mtt. 7- 
.,a.m^xm^Lfcm^. V_^--^ftl0.6,m^200a.^T^*^o V-^-.M 



!t$^2 003-526331 



^ M 'S: ^/J^^^ ^ ^ ^ ° 
(0 15 91 

^ o 

S'-TGCATOCTAW I ■ 
3.-CGATGCATITACQTAAC0TAC0ATA-y 1 : 



^53) !|iJS200 3-52633 1 



[0 16 1] 

V, b -.y^A^:^- ' v^^^^V.e- (DISC) -PCR,i. 
%^ r.7.y4 K ^ 7. ± PCR^If ^ <^m-c/^ffi^-J ^ m^-r * 2o 7- ^ ^ - 
:^fflV.a^-ffiT^*;i> (Troyer^, a594a, Mannalian^^ 5: 112-114; Troy 

Protocols. D.R. Godsend. Hamana Press. Inc., Totma, N3, pp. 71-76) , 
[0162] 

,.fflV>^*tT.^;.^-S-^^^^ (T-yer^. 1994a (M^) ; Troyer^ . 1994b. 
togenet. Cell Genetics. 67(3). 19^204; Troyerf, , 1995, ArmuJiotec^u^ 
ogy. 6(1): 51-58; XieP, , 1995. MarmalTan Genane 6: 139-141) . -e^ ^ a-y 

Genet.. 44: 397-101; Weberfe J: O^May, 1989, A«u_3,J^um^^ 44.338-39 

oyer, 1994a (^i&) ; Sch^utz^ . 1996. Q^genet,_Ce^^ 72:37-3 
9) , DISC-PCRicioT. +^>5:a5^Jffi#&^;t^itf*'^^9^-^-<^^^'^^'^^ 



(-59) #^200 3-5 26 33 1 



y^'^-cDm.^y'-^va.^ti-^^o n^<o:^nr^^ yy^-v-fi. ^mkr^rv 

j:v>o DISC-KR^(;)|gEgl4]iJlT<75fci3«3'e$)So 

inan. 1989, in Cytoganetics of Animals . C.R.E. Hainan^. CAB Internatnon 
a1. wallingford, U.K., pp. 451-456;) , ^fe^^olt/cJ^ 7^ F^v;^=Sr'>) 
ymmm^^i^ CBS; NaCl S.Og. Na.HPO. 1.3g. is J: O^NaH, PO. ^^m,^ ^ y 

X-W^ (70. 80, 95. ^itFlOOK) iji^-T^o ^fe^fi-^'T'-^y (2"^/'"^ 
; Sigma) x^l5^wti^b^ ^^-^-^^^-^^ ^ 

[0 16 4] 

^^^^ K^^^^.oV.T. .^^U^.-y^C^TP. dOP. c^. d^P#20 

Elmer, Norwlk, CT; Sigma. St Louis. MO; Phannacia. Uppsala, S««den) 

fl^^ti. ^^^^^-1.5,M(20^M^^>.^^^) . lOXTaq^-.;^^-^- 
mmm-^f^^ (THs-HG lOQrtfl, pH 8.3. KCl 50Qr*1. MgCl. 15mM, O.lTo BSA; P 
erkin Elmer) . AmpliTaq^ > ^ - ^f2.5^- b ^^^^'^ ^^') ^ ^^""^ 

^-^'^«Tr.im4^-^^ Opti-Prir,.r PCR^ . h (Stratagene; La Delia, C 



(gO) #^2 00 3-5 26 3 3 1 

Nails CSally Hansen),6«i|f l^fiFS H/>o -JK<7)J?^'9 -e-f-i^-C'^)?)* -^-^^T 
^mrar'^'^S-i^^c^^^ F^9:^<^t^*->';n>'^^^J-;;^ (Dow coming C 

orporation, Midland, MI) x^^rs-r^o ^lT<D^i^-C7. y ^ V^y^'S^m.^ 
t^^-^^.^A^y- (-T'Srfc'^. .7.v^y^m^m\^^f^^<^^ Bio 
even III; Biotherm Corp. , Fairfax, VAt^ t') H:d^tt^o 
a. 94-0, 

c. 72'C. l^M 

d. SZ-C, l^M 

e. $i 1^240 b.J^T<0^^ Jl-^ll^) ^"T {.^%\^'^^ ^ ^ 

[0 16 5] 

bT|gi^^-€:'5rv^ifcT6^^^i6-CSS-C^i>o J^^-i' F ^5-' v 7. ^ "t ^ < SSC 
[0 16 6] 



(.g^) mm 003-526331 



[0 16 7] 

V-< (?) 3 k? - =^ LT a£#-r * - ^ * o 
[0 16 8] 

1^^m<r^z.a,W^<T,W^<n%h\.X. a.fe^xyT'W-x. ^^^^^^^o DMA ( 
,\994. Nucleic Acids Res. . 22(3): 492-497) , ^ o J: 0 SI L fc DNA(7) 



#«200 3-5 26 33 1 



[0 16 9] 

squashed) J ^fla*tl4^c®ffl^t...o ..^ ^ . > PTH^kX.i^^b (Serrano^, 
^ 1989 Dev. Biol. 132: 410-418) ^)t<0 V^-f tL*^5&^Tia<^ii'^l-«ffl ^ 

o 

[0170] 



1*^200 3-5 26 33 1 



ocfbrd Lahore J:«ttSir^rParaplast PlusJ « 

son, P.L., 1979, Aninal Tissue Techniques, «41SW. H. Freeman 4 Q.., Sa 
n Franc1sco)K»iBa)ti LTTiaKS *t-Cl>2.. 

Tanpcycler 11; car corp. Crass Uke, 
) (Bellco Class inc; ev,>K 

m^L. (LIS^) K-Crsongalisfe, 1994, ^ 

. V ^ L ,i^e*3ST* rWIV-RT- Life Technology/ oio 



^^^^ !t#^2 00 3-5 26 33 1 



^» (50nMTris/HCUpH8.3X « MgCn2, 1« y^^t > - *- ^'"^ 

ATP ifTTP dOTJtO'lC'ICTP, «J:V"-'«™*'J = ^ 

\, RNase***TE (lOnM Tris-HO ,f«8.3U f tf" EDTA) 

t:..*a.^^9^^- ^aa'^- -^^^-"^ <^«-^-^ " 

[0 17 41 ^. .- , 

10 17 51 



,53, ea2003- 5 2633 1 



10 17 7] 



J r,„^-/^r iQJM Cell 37: 67-75)Hg^:g iL2) J: ^ 
;vm^« CSch^rtz and Cantor, 1984, Cel l . ^ ^ 

m^il&o ^^CSchwartz and Cantor, 1984, |a|B)H^v^-C. 



4$«2 003-526331 



List ->-*x.;.y..«xv>*.m»«a«TV.*««- 

[0 1 8 01 



!t#a200 3-52633 1 

Co/; 



a« j: ^ 4 T v-f K * - . ««»^ 

i c J: OS'f 

10 18 31 

10 18 41 

, . , -j-^k--7 f--^-^- (feature) ^^^ifi^) K 



<-68) 003-526331 

m'&i^^^^rM^^i^ ±|5^c|£iE?ttfcJ:^tc, ^y^^^^-^i^^l^ti 
[0 18 5] 

116 



571$, S JiftAnel i: t T )<0 J: ^ -S^ $1JP1^ > K ^ ^ 1- - AfmMmU^^tTo @^ 
[0 18 6] 

2>o ir^^isfcfi. ^#ic7>^^Aft?nf^aB^J (^J^^f*.^^^-^^-^-) * 



^ggj 4^^2 00 3-5 26 33 1 



( 4096 32'roer ©t'-^w ): 
ygcagcagtacgactagcataTCCGACnDimwy [ S^*^ ••4] 

7'7'f-!'-2 ( 4096 32'iner ): 

5-cgategcagiagcatgcaggTCCGAConnimn3' I E^l*^ = 5J 

[0 18 71 

liJi^iLTPM^tU^o ^^...ffl.^^^m^^^^^ 
^j^jfExoIII. mung bean ^NAase I. ^ ^ vMi#fe<=9.^-. 7 T - 



^,0^ ,^^2003-52633 1 



,,,, . - (^ix...New E^land Biolabs. Beverly. MA^^ ^BoeHnn.e. 

Mannheim Biochemicals, Indianapolis, IN) J: o T*i^ ? ^^V^ * o 4. t 
,^ffi,t.tu^. PO^Ii. ^lfgU'5»tt<lil-1.000ng).^ 

2.5, I^IOXKR... 7.-1 (^rtci-.r,^r. R^ter City. «, , 0.4,1^1.2 

s.MC^p, 0.15,1 b) ^Taacm*..;.,-*- (P-K^"-E 

Foster City. CA) ^ j: „e4,a5, 1 * --^^S It^c**^ 

t, ^ai.,^^ffi**— 

72,:) i>C,ft£2(«>e>40o*-f#)l-SrffT. »«, 72t:-?4 

a-ratr*-), "CX-OT^S© (<«^f>24«?m) ^r-.^#»^-c 



(73^) ^$1^200 3-5 26 33 1 

I mm% : 7; 1.32fiSl: 5'-gcagcagtacgactagcataTCCGACfitgegt-3' 

yy^DNA [• 8a^J#^ 3'-ttto5a£SCacatcgcgtgcatggccccatgcatcagg 

ctgacgaceg;tcgtacgtctactcggct-5' 

[ WSm^ : 7) S'-gcagoagtacgactagcateTCCGACctgSgtgteBcgcacfitaccggggtaogtagtc^ 
gactgctggcagcatgcagaigagccga-3' 



[0 18 91 

[ : 7] 5--gcagcagtacgaciagcataTCCGACsaKSffiigtogcgcacgta<«ggEgt8Cg^ 

gactgctggcagcatgcagatgagccga 3' 

^9^-r-2ex [ WMmW : 8; 1 -BllfeS]: 3'-gacg?icCAGCCTggaogtacgatgBcgatagc-5' 

[ ia?!lS# :8J y-cglcgtcatgctgategtatAGGCrOgafieEapatcgcgtgcatggc^^^ 
ctgacgacCAGCCrggacglacgatgacgatagc-y 



C72) 



#^2 00 3-5263 3 1 



[mn^^ : 7;1-26>^^^^H 5'-gcagoaguicgactag«taTCCGAC-3' 
[ K5.1S^ : 8;l-26>^v;i-^Hl 5'-cgatagcagtagcatgcaggTCCGAC3' 




ccgactgctgGTCOGAcctgcatgctactgptatcg-3' [ ia?'J«^ : 9] 

ggctgacgBcCAGCCTBgacgtacgatgacgfltagc-S' [ ^^^^ ■ 

rga?.j#^ y-gcBgcagtacgaotagc«aTCCQACctBcgtgtagcEcacgtaa^^^ 



(73) ^^2 00 3-5 26 33 1 



I iE^J#^ : 8; 1-46 l&m ] 3'-ccatgCfltcagsctgacgacCAGCCTggacgtacgatgacgatagc-5' 



10 19 1] 
[0 19 2] 



!t^a200 3-5 2633 1 

(74) 



,-^.a-.vrt... nsS«K«««'*^ 

I W»» : 9] 5'^!C.,c.e-sac»8»uTCCGACc,8C6*.5<«c.cgu»cggt6^8'^ 
gactgctgGTCGGAcctgcatgctactgctatcg-3'. 

NAfc y 'J ^ ^ ^ <^ '-^^^ ^ ^ 
[01951 



(-75) 1^^200 3-5 2633 1 



^<@fi*)T% V-^^-mm^Mmm (laser-capture microdissection) >g:^fo 
[0 19 6] 

^^y:^yr-y^)i^J^i^immmmi^^ 40^1<^lQrWTris-Ha (pH 8.0) 
o t: V ym»it^C^^ l^t-B^^ h htz. ^tc. ig^ 

[0 19 7] 



1#»200 3- 5 26 33 1 

(76; 



(OTltf 10*1 NaC14.<o50klTO A C»*'-C4>it.i»l5#0>-, 

tr*W««^^«^**^*l'>*e*ovt, 1993 

^ Proc. Natl. Acad. SC1. U.S.A.. *90«, 5307-5311, Zimnenmn & Trach 
, Wai^, 1. Mol. B101., »222*, 599^0, J: t^Scbel * Harpst, 1991# 
, Biopolyrers, SS31«, 1559-1564, Sr#fiSSJl*v>) . 

PTV^*«- aft. h^') V, (CastelUno. 1997*, fflE) 

6 752^) *t>t;Kttet>«rin«J;0'Krainer (BBS&B* W"A7126») kHt,^ 



^77) #^2 00 3-5 2 6 33 1 

WWW. ongm. Stanford . edu/pbrcwn-c ^ A ^ Bb-C^ ^ o 
[ 0 2 0 11 

[0 2 0 2] 
[0 2 0 3] 



(78) !t#^200 3-5 263 3 1 



^ <7)|i|3S ^ =^ SP« ^ ^ ^ ^ ^ " 

[0 2 0 4] 

^^m^^fc^^^'^^^^ "^'^'"^^ ^''^^ ""'""^ ^''"^-^ """" 

686^J:O^Lockhart^, 1996^. Nature Biotechnol.. ^14^, 1675-1680i.^^ 

rt^ (1996^. m%) ^'.m^hiix.^^. gt*^^> **^M'^^^n-y<^^sfi 

TV^±^le^':'^t^^U 22mnx22„n.<;)*..-^9 



(79) !t$^2 0 0 3 - 5 2 6 3 3 1 

~Zy3>i^m^'X. 0.2xSSC, 0.1% SDS^^^tfW-t^^sy-f K^t5fe#b^ >^lcS 

m^^mnmK'O^^X'DWmiy. ^-)VV'7^ K>>^7- (World wide web) ± 
(7)www. angm . Stanford . edu/pbrown-e;;^ ^ -e § ^ „ 
[0 2 0 6] 

o |||t±<?5cDI>l\i:(75S4f3(7)yN^ y :5'MHf-v'3 ^l-5felLoT. -7-i7-DNAc7> 



^80) !t#a200 3-5 2633 1 



[ 0 2 0 7] 
[0 2 0 81 

[ 0 2 0 91 



(81) !t$^2 00 3-52633 1 



(0 2 101 

v^o m^i^^mmWL^^<ox^^ ^^^)v^<7,A^^^.mm. ^m^r^^'.r^^^ 

[0 2 11] 
[0 2 12] 



(82) !|#^200 3-5 26 33 1 

^<^-9-^:J';Vict^i:oT. ^* »S<7)S^. 4 7- fiT ^"J iWT ^ 

^ ^ & o 

[0 2 131 
[0 2 14] 

[0 2 15] 



^835 ^$^200 3-5 2633 1 



:i<^m<oa®l^-^qi:nf'^o ;^<o^m^i^'r^^^^m^>^^ ^^^^^^^ 

tLXh^y^yr- ufc#©gcco^-*^^E^^ < ^^^^^^^ 
w^a^^^i, ^^.^^.-.^..#mi.^*#^^^-^ '^'^ ^^"^ 

^j^j^VjlOP^^ 20%. 30%, 4096, ^80%f-e/h$V^'^^e>^ > 9 7 T - ? tLjtilf 
[0 2 161 



(84) #«200 3 -5 2 633 1 



V ^ i 1 T M ? *t ^ >f y - H > ^ J: ^ ^ - ^ ^"^ 

[02191 



(85) #ig200 3- 5 26 33 1 



mr^m a * -fe b ^ c;. y a - ^•i> * ^ ^ 

y IIf.Jia0« co^mK^J =Sr ^ b T T J: o '^^ S H 9 ^' - 3 > * -fe 

a < h > L^.^et,^^-^*:«'^it*i-r ^ ^ ^^^^^ 

^^^W7^-^->>:^* (Geonetrical Focusing) J t.^ni^^ b;w<^-fe^->a 
[0 2 2 1] 



(86) !t#«200 3 - 5 2633 1 



[0 2 2 2] 

9 ^ y - -> 3 ^ a^fMM ^ ^ ^ tJ' =2: # ^ V y * <^ - ^ ^ > -> > 

m^J^^ (different) J ttz\i m^x^ (distinct) J tli. ^^Af-iy^y 
H ffl V. * # T -e . ^ * 1^ * ^ ^ * ^ * ^ ^ ^ ^ 

^-r ci ^ 7!;^T^ § ^ o *M K y > i t X . ^^^'^ -9- -f ^ ^ 



^375 ^#^2 00 3- 5 263 3 1 



9 ^ y - -> . i3 J: O^-f IJ MJl ^ ^ ^' * - ^ ^ ^ ^ ^ 

[0 2 2 4] 

,-;g_yX, 1597, Biotechniques 22: 938^946 <7D:^-&{i. ^ffl*-C. :$feSro 

^tx.^f..^. trL^. va^vxii, m^^^^nmr^f^^r.^ ^^^^^ 

a T V ^ PCi^*§:=^ ^ ^ ^-^'^^'^ * * '^^^"''^ ^ ^ 
10 2 2 51 

[0 2 2 61 



^gg, !{$a200 3-5 2633 1 



-y >^ ^njgffl L 9 * im%mimfi:\t<ni^m'- . 5 ^ ^ ^ '-^ 

y^.V^^Vmrn (Canard. Sarfati, 1994^, Cene 148: 1-6; Shoen^aker, 
, 19964^, Nature Genet. 14: 450-456; PastinenP, , 1597^. Genane Res. 7: 
«)^614; Tuny^. 1996^, Genom" 34: 107-113; Jalanko^. 1992^, Clin. 
Chem. 38: 39-43; Paunio^ . 1996^, Clin. Chen. 42: 1382-1390; Metzker^ 
, 1994d^, Nucl. Acids Res. 22: 4259-4267) B J: n -> - ^ ^ -> > (fV 
iosequencing) (Uhlen & Lundeberg, ^.§#1^^^5,534,424^; Ronaghi . 1 
998^, science 281: 363-365; Ronaghi^, 1999^, Anal. Biochem. 267:65-71 

[ 0 2 2 7] 

^^^U^-r^Citt^J:'?^i±ii-:2>o 5) 4oc^dNTPc^W*t*)PJcfflv> 
. (f;fU.^.^«^i:>i^-^^^-^**^-^> ;.^-.y2-4^:^*)iEi-o 6) SB 

[ 0 2 2 8 1 

> -^-f - ^ >- >- ^ ^^^''^ * ~ 

^ ^ ^ ^ ^ ^ K t * ffl ;t . ^ T ^ V T ^ K y ^u-^ ^ 'J ^ ^ -^^^^^ 

( 0 2 2 91 

Pl-R (5'-gcc egg tct cga gcg tct gtt ta) K Puc5l4c 



(89) 



Jt#^200 3-5 2633 1 



(Q - 5* tcggcc 

aacgcgcggg gagaggcggl ttgcgtatca g t«acagae gctcgagaec gggc ( D) 

(Q - y cccagl cacgacgttg taaaacgacg gccagtgteg a taaacagac 
gctcgagacc gggc ( 2) 

5tJ^^L. Q {±ACRYDITCl^|i|i«rS-ro 

[0 2 3 01 ' 

^« THs pH 7.3. 25* -t r.- *. «« « «7 ^ -J )vr S K C 

; ,n..r.*-^->. "-^-^ ^« wrsion 2.0 a»,ned State 

s B1ocha.1ca1s, USB5. 15^ g/ml :fcBS-*a«^«a W^^' O-^"' 

10 2 3 21 

Ktt *C Tris FH 7.5. O.OOX Triton X-100 T3<W.-i*»U- 



(-905 !t#a2 00 3-5 26 33 1 



mm (1^ Tris pH 7.5, ZSOrM NaCl. 2„M EDTA. 0.01% Triton X-100) -c^ 
5^«^20x^^^u W^^t^^^tr^^^^^^o ... K^iCSISO^Y^OO 

iT-eti. Kfic^TP^^ftiS^^S (la^Tris ^ 7.5, SOrM 

Nad, S^mO\, O.lmg/rm BSA, 0.01% Triton X-IOO. 0.2^ M |^md/^TP) 

Tris pH 7.5. 50m NaCl , 5nM MgCl, , 0.1i«g/ml BSA, 0.01% Triton X-lOG, 0. 
2^M imm<^P' CyS-dCTP) , 

10 2 3 4] 

[0 2 3 51 



#^2 00 3 -5 26 33 1 



;.-e1fV^ i-r^^^^^ A> ^^^^^^ ^^^^^ ^^^■'^ ^^^'^ ^'''^ ^ 

rCyS^HTP^^iP^l^-f^MTo/c (l(^^TrispH7.5. 50,^ NaCl . 5^ MgC 

1, , O.lmg/ml BSA, 0.015« Triton X-100. 0.2^M ^^cnTP. 0.2^M CyS-dUTP 
[ 0 2 3 61 

G. :^v.-eT. ^v.-tA ^v.T< ^.^-ec. ^v^-eT. ^v^t-a^ ^tv^. ^t::!*^ 

^..-ec, ^v.-eT. ^v^tA :^v.-t^c, ^v.^c, ^v^-^t. ^v.-^c. 
^v^-cG) ^Tv^> :^ici^^^;wc^cy5-darP^t*n*^To;to«fffidm-P^'<^^^<^^^ 

[ 0 2 3 8 1 



^325 1^«2 003-526331 



H^IJ ffl-r S d 7!>«-C § & o 

[ 0 2 3 91 

K^;^tt:6^|g^i;T.^;i>«m^-^^^<k^^a^ t«ft< ^ ^^^^ ^ 

^»f^^^.^^^^J^*^ ^^-^-^ 1 

82- 2593-2597; Soukup^, 1995. Bioconjug. Chem. 6: 135-138; Shimkus^ IBS 
6, DNA 5: 247-255; i^XXf^-^ and Fenn, 1990, Meth. Enzymol. 184: 58^ 
588, Km^hilX^y). dtt^(ii-'<X#?Si:L^^^An^iX^o 



^33) 1#a200 3-52633 1 



[0 2 4 2] 

^)-f#)nt, ^,-,^-*^%<^a*^fc«i^*''^9-«'"'^*=®'=- **** 

84, NucT. Acids. Res. 12: SlSS-SmtottfflSfWffii-rao 



(94) #1^200 3 -52633 1 



[ 0 2 4 4] 

3®codm-PHj- ^^)Vtm\^- fzm<D^^ a. = 7> -^IX «9 - ^ ^ ^-^^ ^ ^ 
y^y r<DWJ^^^ i W 2: t T S o Tt i: ;t (*\ G:T^ 7. ^ "J fM^^ ^^-^ ^ ^ ^ 
V,r^Oi^^mH<Keohavong^ ^993. PCR Meth. Appl . 2: 288-292) ^ ^ f 

dATP, dCTP, dGVP-)t. 3^I(Dmix2 (dCTP, dCTTP^ dTTP) ov^rn^^-^^So 
10 2 4 51 

(features) |5]-(0?***#^ - ^'-^^ ^ ^° -^^^-^f^^ 

cNrp:^ 1^^ 30t -e#int- ^ ^ T-^grii^tf ^ t n J: »9 . #t ^-^ K^J ^^wm ^ 

#i,p{i-lfDT«^v,. F2T-tt^^<^^**^l^#*II^tL. 'Srif-e**) o M 

TP:tm:^#iO-r^^i:lcJ:>)M^^^o nffi^J^^T*- ^ (Ronaghi^. 159 
8^. Science 281: 363) 55|?fe<7) 7 ^ l-^t^ K ^ exo-^ ^ ^;^<7? ^ V 7 ^ 

^^^-i^>g-t:-*;?,o N;.7^ K (bU7';v dWTP, K*7tv,4^-^^;v) ^ (N 

*'^fflv/v;5>) -e(i. 2N(N-l)/3^t^ i> ;l'7!)^'il^ST'$)^o *l^l^SE^*-rS 

[0 2 4 6] 



C95) 



^$a2 00 3-5 26 3 3 1 



^ ^^i^r^^-^ 7"^ ^ V- ic;^- •9 4. J: (Ronaghi 

^, 1998^. Biotechmques 25: 87&-878 , 880-882, ^ J: C/' 884) „ 

Hirao/bicj: VI rextraordinarily stable (@^^) J t LTIfi 
«$tt-Ci3») (1994^. Nucl. Acid Res. 22: 576-582) , i5^h<tm^^^'> 

o 

[0 2 4 71 

:^^F<^)^«9^t=^@B^y^aLTV.^ii:^^o^.^^«b, 7 --X^^'ittTt^-^- 
CTA^^o^i-a-lCti. dATP^c^^lcddATP. ddCTP. ^ J: 0^ddTTP=g,^J,n L. 
dCTPn^V.-rddATP, ddCTP, is J: l/ddTTP=gr^ljPi-S ^ t H i oT, 

X ^^^^ il^ ^> ^ - '^''^ ^ ^ ° 

[0 2 4 81 
1113 



C96) 4$«2 00 3-5 26 33 1 

^^mi^^^M^X. ^yif- ( \^'^y-^ir^'y\ ) K^Ji^^^i (Sanger^t, 1975 
, D. Mol. Biol., 94:441)^-;?^ ^ o>5r';wv7.r A^1^o7i:^^tiflfe->*7';i-^v' 

rofabricated array)c;5f§i;fjjo T^mi^SeS LTf^fig ^ *t;i>o "7'- ;v<7)@e^lJ-r 
[0 2 4 9] 

♦Il^feCLizardit, 1998, Nature Genetics 19: 225-232)^ j^^^^^/T4 DNA^ 
V p< 7--tV Klenow / T7 RNA^ i; > 9 - -trfi^cJiilii CPhillips and Ebemine, 1 
996, Methods 10: 283-288) -eLTT7 DMA ij ^ 9 ^ -{£ / F^->:^ / s 

sb =/::^y-2^ (Jabor and Richardson, January 1999 Department of Energy Hmi 
an Genome Program Abstract No. 15)5^-^tfo 
[0 2 5 01 

fi'ft&o^yiEffij'f*) (^Aiflc^^tcj: oTHS'ffc^it. :^i/>-e3^'f x^^vE^J^jE 



• 



(97) !l$^200 3-5 2633 1 



= ^.-^ -(Sasaki 1998, Proc. Natl. Acad. Sci. USA 95 : 3455-3460) 

a):^:^\z ^ m^-r-<^ X-^^o t t ^ ^ - ^ - -> 3 > Kmi)'y 7 v - 

[0 2 5 1] 

98, Nucl. Acids. Res. 26: 452-455ic^-< t>^^t:v^ S o i<7)->:=^-rA-eJi:, 
^^,mm^'':>7^') ^^'^^ K-i^;V5{)^> 8iy.j:(r)^iv^6^^^,tgtli7.9^ Kill. H 

^ic'3SEbii*tL;5,o i<?)^jv{±^^-e§. i3J:'e2ilK<^M. v^o-e^«ffl-e^ 
®-e;ic¥l''^ffi5^^^o Stein ^^<;r)^.i^tcO. /J,-*<^^l:^ig 

[0 2 5 2] 

^ ^ e 7 'J - 7 - -7 b + <75±nii ? *t7^c#mgi5c7) 7 i^sa i^m^ 



CSS) ItaZOO 3-5 2633 1 

10 2 5 3] 

:&c il-^^ ^:<^:fer^ti1g^<^:;^9-f ■7-M<^^AP*•^^^ ^>5'0^ti^-DNA^ 

i!S:/S'b^A>i>^it«i^ (Chamberlain et a1., 1988, Nuci Acids Res, 16:11141) , 
* J: -9 tC^oTt (Wangetal., 1998, Science 280: 1077) ^ 

[0 2 5 4] 



C99) 003-526331 

[0 2 5 5] 

•^-mms.i'^m (DOT fg'tt ^ Mii-^ $ -fr o 7' 9 -7 - ^ t± ±i iiii m-^ r> fi 

[0 2 5 6] 

•7~M^^^L^j:iffiit^j:hK^y^\^.X-^^o 100- 000<7:) # M tM 60 * * ^ DNA* f£ 
[0 2 5 7] 



ClOO) 1^^200 3-5 2 6 33 1 

[ 0 2 5 8] 

L< fi-f ^iJ'v'j^'V >^-^<75r;i/>t^^c|3trit^^^-i9:;i, (Kenney, eta 

1., 1998, BiotechniquGS 25:516-521; Rehman et al., 1999, Nucl. Acids Res 
- 27:649-655) ^ tfcit. ^^PCRl^ J: o :7' V -f -7 - ^ ADNA^. ^ 

[ 0 2 5 9 ] 

i<^^^#-*Pa^<^:^feli, 2icS6<,tc2o<7>^;5r^^pgf:d>^=^:&a:#;t^tt& 
[0 2 6 0] 

#MPCRftlcii. uyj Jt^yj :/T-'f y^75^:^^-c*^o 



(101) !t$^2 003-52633 1 

10 2 6 1 1 

-^y^) v!? %.%m<^~'^M(r>m7§^h\^x. sKV TiJ"; ;vT5 k^jv 

[0 2 6 2] 
1 0 2 6 3] 

mi^f&ffl-eg^-t (i#^i-S)¥fT§^o ^|5:#&B^^fni^-r^@fi5-e. ^saDNA*3 



(102) !f#a200 3-5 26 33 1 

V)i'T< Ky'jvco^^^^tf'e, iill^iM^^^■3t^T43^ gt) fi^ tL^'tLcT^^Ma^l- 
[ 0 2 6 4] 

J:v/^ (Kenney et a1., 1998, BioTechniques 25:51&-521) „ ^<oi^^^ ^fl 
[ 0 2 6 51 
[0 2 6 61 



(103) ^$^2 00 3- 5 26 33 1 

zf^A-^- OutF 5*-cca ctft cgc etc cgc ttt cct etc -3* ( Bd^iJ*^ : 10) 
zfyA OutR S^-cig ccc egg gti cct cat tct ct-i ' ( SE^"J#-^ ; 1 1 ) 

AcrOutF 5*-Qcca eta cgc etc cgc ttt cct ctc-3' ( IB^^J*^ ; 12) 
-^^^^^ TtiP ^'-ppe rpg aAtjr ctt pan gga ggt f Sa^fl*^ : 13) 
r/^^-^- InR 5'-^cc cggM cga gcg tct git { ga^>J#^ : 14) 
-.^ ^o.T^T rpy a^g ctt gaB gga gfit att^3' ( ffi?>J#^ : 15) 

zf^A^- PucF: 

5' - p gf7 egg aag r.t ^ paa ppa get att t aa gga gaa aat acc gca ica gg-3' ( ifi^iJ#-§- : 1 6) 
T'T-r^- PucRl: 

5»- gcc egg tct cga gcg tct gtt tSkC acc gat cgc cct tec caa ca-3* ( la^'J*^ ; 1 7) 
PucR2: 

S'.^cc egg tct cga gcg tct gtt eaa atl cac tgg ccg teg ttt tac aa-3 ' ( Sa?y## ; 1 8) 
-^'yA-^- PucR3: 

5'- gcc egg tct cga gcg tct git the caa tac gca aac cgc etc tec - 3' ( S2^iJ#-^ 19) 
zfyA-^— PucNestF; 

5» ^tii f "-t^ ^g^ Firg <^gg ff^P g^tt paa gga get att-3^{ SB^'J#^ :20) 

>f -5^- PucNestR: 

5*-cig ccc egg git cct cat tct ctg ccc ggt etc gag cgt ctg ttt 'a-V{ @a^Jj#^ : 21 ) 
[0 2 6 7] 

3;-9^^_AcrOutFi5J:t^^Ac^InF|i^tosaic Technologic Inc. (Vfaltham, MA. 

(Kenney et al., 1998, ^ 
[ 0 2 6 8] 

^mm<ommi^^m^j:m^i3^y v^m^Lfco y'y^^ v^p^cis^ &.r<Di5 

ffiH:e&V>PaiJSl5-'e*i*HLfCo Tris-HCl CpH 8.3) , 5QiW KC\ 0.01% 



C104) JimZ 003-52633 1 

l.SmMMgCI^^ 200^ M dhfTP^ 0.5^M 7*5^>^-PucF^ O.S^M y^^-^- 
PucR2^ 2ng<7)pUa57-9X ^ Ki3 J: 0^2^«J:c^Taq C-^^r-v) ^-g-tf 50^ l^PCR^ 
-^VS^. M3 Research FTC-lOO -if -^-y-^ ^ - x-;KS& ? -i^r/Co fflWc-if^i^;!^ 
ii. m± (94'C-cl35-) , 5^f^^;v (94t:l%\ 55<ClC^\ 72t:l>g-) , 2(>9-^ 

(94'C1(^J,\ 68-cl^) , i3j:U^#g (72'C3^3') -e$,^o PCR||!^ ijQiaquic 
k PCR purification column (Qiagen) -rj|figL> JPi-^ :t >'7k-CSMr§ L;t:o 
[0 2 6 9] 

^ ^K^^<Dm^:^ -ty h'ti'^mLfz^ 120bp (CP-120) c7) jt? -h ^7 h t 514bp (C 

p-514) <;);?7-tr .y hT-^^o ^jxh^m^^x. h<D-m^ t^hn^m 

fztK M^<^P^^^M^<DP^cR2(7)4tib \f) irPucRl:5tt;fPucR3<7) 0 ^n*- 7*9 ^ "7 
- ^ ffl i-^ 7t i: ^ ^ /6s^>5j o T o 
[0 2 7 0] 

;g 281bpo*-b->> (CP-281) 5^{^$^L. i*L^fflv>X>7°;'>' ^igtl* 

®l^^fo;to CP-281ji^ -o<^#;(jp6<j^7"7-^ v-^^t-e^t *LT</v^ - i: 

i,^xcp-234i:iwi_-e^^^ it ?> y v w v J: , ^t^Xt^ y K@;|f pcrr 

JSo CP-281<7)f^|a{4^ :^<7)PCR,!i-^^;g-^{£;;^^;to -r'&*>*.^ lOng CP-234, 10 
nM Tris-HCI CpH 8.3) , SQrM KO; 0.01% l.SrrM MgCl^ ^ 200^ M dNT 

P. 0.5^M7°7^-v - PucNest 0.5^M -fy.^-^- PucNestR^ ^ z^'2^^ ^Taq 
Cv^^-^) (94<C-t:l^) , S^^^^ji, (94X:1Q^^ 55<C1(^^ 72<Cl:S>) 

, 22Hf^^;V (94<C1(^, 68^:1^) ^J:j;^#ft (72X3355-) X'^m^^fZo ^ 
R^t>=^Qiaquick PCR purification column CQiagen) -e^|$^ ifc-l' 

[ 0 2 7 1 ] 



(105). 4^^200 3- 5 2633 1 



5 r^y^-^^tsu^m^m^r^o m^mt^y^ k^-7 7.^(^@«ii^ 

[0 2 7 21 

<7)#5@l!^ (0- 360^-^-. ^f-v^AT-nv^ J: i i>'y ^l-m^^Ult^ 

J:.9^»L/t:^><0) 10"*/! Tri s-HCl (pH 8.3) . 5QnM KCl. 0.03% ^'^^y 
, l.SnWMga,. 200^Mdm-p. O.S^M yy^-^-. 2ngc^pUC19i, it/10^^I<7>3 
UTpStartTaq 6%T^>;;bT5 K. 0.32% if :^ T ^"J ;WT ^ 

^<ne5^-\yU-M.^mM^^y^^- Research) .sM^'F-->9> (7 

2.5X5%y^lmT>^-'>A. JaJ:l>'2.5^1<o5%TB.ED^150^1.oMPCR 

t^-a-^i^W^o ic^M65;.i=^^^^>-^-t^in^*o ^<^«^t^> NO. 

2^^s^_^v;^ (Fisher, ISm x 18 itm) -^^ ^ V )^'^ V y ^ 

^^10~15^ME-^$-^/Co 3umpStartTaq .-K > y - -tf Jii.^U' 4. . 

^ J: ^<75 ^ ® is \/^ T J& ffl -C* & o 
[0 2 7 4] 

Z.<n7.y^ F*, F^^;^ (16/16 y^y^ry-y^^y^) ffl<oPTC-20 

0 Research) ^fflu^T'^J-'f ^ -'^SlS-T So J^T<?)-/D 



(106) 1^^2 00 3-5 2 633 1 

R (TE pHS.OeSOOOf^ic^f^) T'^fe. Stonniii^|j6f^^^ (Molecula 

r Dynamics) L < I^MU^ (Leica) -eBJtft-fbl-^o 

[ 0 2 7 5] 

m 

^)VKJBVfz^^. ?t7/t-^9;^=^^^> ^jb^±ie<7)J:^tC:3^-feLf^„ Storm® 

o 

I 0 2 7 61 

g];|=|PCR (Lockley et al., 1997. Nucl. aAcids Res. 25 : 1313-1314^ ^^JjB^oi 

nit-^mtflfzE&^<D±^(Dry J>>iiL<ii^M<7)mm^^tf (Singer et 
al., 1997, Nucl. Acids Res. 25 : 781-786) „ L*^L^ cDW^ ^ u ~ =■ y 
^ > Vf h n X-'n^^MMit-t^hi' ii. gl^@PCR-e(i;t:/i-TOO 7*7 ^ - (D^i)' 
(CP-234, fiUC19tcfi5^i-^234i^^,5>f5!&^>^M) o -d^ti^^^^^ 
fzM<D<^P-'^^^U^i)\ 6% T ^ 'J T 5 K;fe J: 0*0. 3% if 7. T 'J T 5 F * 



(107) !|$a2 00 3- 5 26 33 1 

h'Vy7>±m^-^^^)T^^))l^r< YV)^ (250^^m) icftALjto m.^mK^ 

[0 2 7 71 
[ 0 2 7 81 

[0 2 7 91 



(108) #^200 3- 5 2633 1 

[0 2 8 0] 

[ 0 2 8 1] 

[0 2 8 2] 
[ 0 2 8 3] 

^^XX\U %mr^7.^^ Ki-aAt/cl3.500,000j.:i±«r»ic. ^'7.y^ Flc 



a09D 0 0 3-5 2633 1 

[0 2 8 4] 

(7>^-T)\^-i^h. ^!^mm'i^^f^mM<r)mm^^^m(Dmm'ir4 ^ )i^xiim^mx 

<7)-^-^ ^ )i'X-. mm fi# {c ^ :& @ jg-fb ^ -7 - (7) {5 1 ^ ^-56*^ /i# S L -O/^ 
I 0 2 8 5] 



CnO) ^$^2 0 0 3-5 26 33 1 

I 0 2 8 61 
[0 2 8 7] 

, »MDNA^gI;j:|PCRig^^ (lOmM Tris-HCl (pH 8.3) ^ 50n*1 KQ, 0.0256 ^fy 

^y, l.SnMMgClj, ZOO^MdNTP, 0.5^M •/^^■^-^ ZngtopUClSy^;;?. 5 K 

, 10^'f£(7)3unpStart Taq C^/^^-^), 6%^^ ij ;v.7' = 0.32% T ^' 'J JV 
K. l^Mco-7'7-<V-AcrOutF, l^M<7)7-v-f v-OutR) lC;^jD-t>&o ^^i^ 



(HI) gazoos -5 2633 1 

-<o-^?SlO^T^t:^ 7 h^?t?t'^75^^^^-i5^77. (ISrrtn X ISinii) J^KW,^. 

*'^7!)^'l£3l^^L&<t9^^^ -(7)7. K^r;w:^>'#ffl^Tl^S<o *^32^mjf 

(7>-9- - V ;v -9- ^ ^ Ji' M> ;i^*t S o 
[0 2 8 81 

T. ^<Ofz^\z.. 7.^ A K^l»*ITris-HCl-e2la|, 50QrM KCl-T?2p 

lOnM Tr1s-HCl /lOOtiM Ka-e2p, i^'^'i-m'BiM-t ^ o ^^^^ ^^Sl'-^V-A 

^gg^^^:/yst- (IStnnx 15mn) ^rl§:*L, ^mMaffiPCRig?^ (lOrM Tris-Ha 
(pH 8.3D , 5QiMKC\ 0.01% -|f 5^ > . l-StlM MgCl,, 200^ M dNTP, 0.5^ M 
^.f^-AcrlnF, 0.5^M ^-^^-^-InR, lO^^feoJunpStart Taq Cv-i^'-^). 6 

;S.o -t'fe'b*,. mi (94t;X-2^) > 25-9-^ if ;V (94t:3C^^ 62<C45^3;. 72-C45 
m . iS^m^^ (72'C2^) T-^^o «$J^;VOt±Al^^^ffl U7t*^^'-^5''7 7^ 

[ 0 2 8 9] 

(250^ m) *^ALT. DNAt l^'f <07. 7 K^ftilL^Co 



C112) 003-526331 

[ 0 2 9 0] 

[0 2 9 11 
[0 2 9 2] 

[0 2 9 3] 

Age^jco:9-^-^^A LTto l^;*--?^ ppuc514cCQ-5' tcggccaacgcgcggg g 

agaggcggt ttgcgtatca g taaacagac gctcgagacc gggc 1)) f ^iiti:^ 

U ri'j? rJ' V:t"^ K puc234t CQ-5' cccagt cacgacgttg taaaacgacg gccagtgtcg a 
taaacagacgctcgagacc gggc (f«j|Eh2)) 3*^? ^ KSe^iJ^5effl 7°9 

^v — RMGPl-R (5'-gcc egg tct cga gcg tct gtt ta) T - ^ > LfCo X 



(U3) 1#«2 003-526331 

Y (ACRYDITE) ^M'tTT^-To 
[ 0 2 9 4] 

/5^o5:g'H 50t: -CKB ^mwr ^^tKX^X. Ix EcoPol mm&O-OnM h 

H 7.5, 5irM MgC12)4. -e^$|.^J^5^ M<^^«:CDi|M t y^-^" v-^rT'J -^^^ 

L^c-e<75m. 30^ ""(T^lx EcoPol n<^50QiM EDTA^r^Jn-T^ :ztK 

10 2 9 5] 

}Um.^^ (40trM hiJ;z. -pH 7.3, 25% ^ ij ^fe n - IJtM DTT, 6%7^iJ;w7'5 
F (5%^^S) , 17.4^|£<;r)SEQUENASE v?a >'2.0 ( lAii ted State Biochemic 
a1, USB), 15^g/m\<oi^mm^^- coli)-:$:^|±-g.:Jr ^ (USB), O.lmg/rm 

BSA) Hv^jDLfcc ^ ^/^'^(0^-^^%y^7i V (TEMED) yrl^ 1col.66%APS 

=^»L. o.2^^<7):§.^g^!^^^s-^->9>M?^L7t^^Si^ffl^^'f Vif9:^± 

10 2 9 6] 

:^l^> gB5DSi5:Si-2>™A33'^'Sr-&tf'}^'JTi5"; -'VT5 K<?);^jK'y h (spot) ^ 
^t^7.y-( Vifyy^^. 4QT1M h .J;^. pH 7.5, 0.01% h ^.f h> X-100x-3(^^W 

(7>;ti6li> ^WrnTB^^-^ (;$:^ffl«-eCy5-dCTPi: tt^S ) ^?tfiv>'.;w 

^-f F-^^^ffifnTAfefe-^ (:*:?g«B«-eCy5-SS-dCTPt LT^^tLS) OV^-ftt^J- 
'Sr-^tf 7;i'*n7;i- r Cy5-e;^^$;tL7tdcrP;|^^ffl U;to SB^J^fe$*t;&a^o 
DNA^^trTi^' 'J ^I'T ^ F7.'-J^7 b 30^ 1(7)Cy-5 dCTP (^^^ 

pH 7.5, SCtrM NaCI, 5mM MgClZ, O.lmg/ml BSA, 0.01% h h X-10 
0, O.l^M 5^^ff^dCTP, 0.2^M Cy5-dCrP)F|., f i±Cy-5-SS-dCrP#gfflii-g-!^ 
(lOrrivl >. ij 7. pH 7.5, 50nM NaCI, 5mM MgCI,, O.lmg/ml BSA, 0.01% Y y V 
y X-100, O.l^M jjc^^MdCTP, 0.2^ M Cy5-SS-dCrP)cj3-c, '^nMMr^Ay ^ 



Cni) 00 3 - 5 2 6 3 3 1 

7.5, 250mM NaCI, 2nW EDTA, 0.01% i^^^ y> X-lOO^^-eS^H . — Ie]i5fe?tL 
. fg'^?-i^-i)/cS!)t;MV/5HClHl^?-fr. 7s^-t>TW-f 4000 ^ tt, dp ^ - 
(GSI Lutninomics;Ji) "CTv^^^t^to ^5e{iJ^iT<7) J: •? "C^) o 7t : *^,<^=2060 

[0 2 9 7] 

i^JC^ >df M-:5)C:ilCj;oT^f'^o/Co 5mM DTTjgr^Jp t/cFISSEQ^jf- 

^T?l/>ys:<?)-T?^^iliil9. ^^iic, -^osfiBrtg^jruf^^-siBf^m^i&^m^ ^':^-•?■ 
TP, TTP^ (± $1 1^ 'J i> ^ ^ K * {± $ ti 7t ^ i> U ^ ^ K ) 
[0 2 9 8] 



(115) 003-52633 1 

[0 2 9 9] 
[0 3 0 0] 

^%3ti. ^'V P^^^'J (PEG) ^^jUtc^ljDUT^ iv^o tT 

<7>r;vfi-^^^iej®tT\/>^, ^-f^^^T^-f (Righetti) 1992^ Electroperes 
is 13: 587-5951:^^BB<7>^t„ ^tff LV^PMa°uf±. 2.5%PEG (lOkDa^H^-^- ^ 

/c>9c7)fi»-e^^o ^*^'ib<7)^^J^Ci5V^T^ PEG^^(7)^^-fi^-9-^ X^l^jlkDa;^. 
fj^20kDa^-e^«ft^H9:7^:^^i^^ PEG>^C^.P5 25%^ -C^-ft^ ■^T'i) J: V>o 

;6PEC(75fi]^}± J: >)^a< 'J 7 J^ 7 5 Kr;nt"<^PEG(7)-^;ttc J: >9 , 7 



(115) !t$^2003- 52633 1 

( 0 3 0 1 1 

mKm^tLXm^iLtn^7.J^:;^ (Spath) (Koblet) , 1379, A 

nal. Biochem. 93 : 275-285 ^#BB<Di t o 
[0 3 0 2] 

#^i-^o ^;vS^0 7::i«?)<75ct vj-ffti/^t /^{i<fi:< 

[0 3 0 3] 

K) commit. ^#5^Jc7> J: t^i&v^fy-^t^JF^Jjfe^-^^^^Vl^Ji^^JtTs J: 
m.^T^^t^^. Righetti^,, 1981, J. Biochem. Biophys. Meth. 4:347-363^ 

[0 3 0 4] 



# # 

(017) #^2 00 3-526 33 1 

^j:W±^m^-rho -mm-^. (E- ^oM) SSBP (^giBiochemica1^±) (J 

10 3 0 5] 

. -Jig:fi?)ll*«j2nM:j^<i,^f3lCiiW(7)fEH<?)lW 

Vy-»fm;ov^T(i. Naa.:^^<^t^^V^10rTWMgC1, ; Sequenas 
ei-ov^-r{i> 50itM Naa;5tiF5rrM MgClj ; Bstsj^i; ^ ^>-4f tcoV^TJi. SOiW NaC 
1S.0«5rrM MgCI, „ 
[0 3 0 6] 

. mta-e. O.S^M Sequenase^fflv^Tt. 50mM NaO, J: IF5^ M SSBP^^tf o 
[0 3 0 7] 

mtmn-r^r^'^^x. —^m'^\twp-tho '^^x. est.-Hij^^— (NewE 

ngland Biolabs:^:) 1 7t^"nTerinosequenaseCAtnersham|:±) 69 J: ■) Jfeit^^tt^ 'J* 
[0 3 0 8] 



(liS) #«2 00 3 - 5 2 6 3 3 1 

[0 3 0 9] 

mm 

V/^T/firffl-Ci^:5> (SchenaP,^ 1996^ Proc. Nat. Sci. U.S.A^ 93: 10614-10619; 
Lockhartt,, 1996, Nature Biotechnolcgy^ 14: 1675-1680) tiiB:&^^M(D^ 
m (Cheei^^ 1996, Science , 274 (5287) ; 610-614) izis\,^xm mx-$> :ho ^ 

^5e-#- Tt: i6 ;t ffl -e^ S o 
[0 3 10] 

xy^^<D^w^^7^-to m±.u<o^^^)v\±iiitm^^iitz d c t pgsjjDa<7)T u-r 



(119) #^2 00 3-5 2633 1 

o 

^ts■el»fl^B6v -.<DaBl^m^^r ^,*^*$*^^t- isiii'^^/.N-^-^^^ti'-i^- u 

[la 8 hTi^hm 8 CI .^>'l'V h v)^^^7.}zioif4,T\>:^''^'mcoi^^^ 
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Box 1 Obserwalions where certain claims were found unsearchable (Conttnuatton of Hem 1 of first s^eet) 




This liuernatfonal Search Report tes not been established tntespoct oi certain dainrts under ArUcle I7(2)(a| tor the foOowtng reasons: 

1. Q ClatmsNos.: 

because Ihev relate to suUect matter not remiirBd tn ha «»9n>tuvi Ku tKfe AnihMvku ntao^av.* 

2. 23 Claims Nos.: 5 

because thoy relate lo parts of the Intamattonal Appficairon that do not comply with the piescrbad requiraments to cuch 
an extartt that no meaningful InlemationaJ Seen:h cen be carried out, Apecificaly. 

see FURTHER INFORMATJOM sheet PCT/I5A/21Q 

3- 1 1 QalnisNos.: 

because Ihoy am dependervi cfairaa end ere not drafted in accordance vrHh tho second and iWid seniences of FUe e.A{a}. 




Box a Observations where unity o1 rnventlon is tadcJng (Co nlinuailon of Item 2 ol first sbesi) 




This Inteinatlonal Searching Authoriry found muinpie inventions in «ils internailonai apiilieation. as fbDmvsr 
see additional sheet 

* * d ^^SdiaSeSs^*°"*' P««* by the applicant, thb International Search Report covers al 

2. Q As an searchable clairns could be seaictiedwitlioul eflort >i$tiyi ng an addiUona] fee. this Authority did not invtte pavmenl 
ofany addittonaifee. 

3- j 1 ^ o^ly so/"* ol the required additionel search fees were timely paid by the applicant. tNs International Search Reooit 
' — ' cowers only those claims for which fees were paid, specifically c? elms Nos.' =»»n:n nepon 

4. NO required additional searct^ fees weie ilmely paid by ihaappKcani. ConseqtjentJy. this Iniernaeonal Search Report is 
^ rosttictfld to the enfention first mentioned in the elaimfi; a is cov««d by claims Nos. : r^^wun e 
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Remark on Protest The additional search fees were accompanied by she appitani's protest. 

j 1 No protest accompanied the payment of sdditionaf search fees. 
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FURTHER INFORMATION CONTINUED FnOM PCT/lSAi ZIQ 



This International Searching Authority found multiple (groups of) 
inventions In this international application, as follows: 

1. Claims: 1-4 

A method of making a nucleic acid array including the 
provision of an array of spots of a nucleic acid capture 
activity 



2. Claims: 6-9 

A method for the detection of a nucleic acid on an array 



3. Claims: 10-67 

A method for preserving the resolution of nucleic acid 
arrays during cycles of array replication, methods for 
determining the nucleotide sequence of the features af a 
nucleic acid array, a method of simultaneously amplifying a 
plurality of nucleic acids, and a method of making a 
nucleic acid array /a plurality of nucleic acid arrays 
including the formation of a polymerised 9el matrix. 
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Continuation of Box 1.2 
Claims Nos.: 5 



Present claim 5 relates to a method defined by reference to a desirable 
characteristic or property, namely the making a plurality of a nucleic 
acid array. 

The claims cover all methods having this characteristic or property, 
whereas the application provides support within the meaning of Article 6 
PCT and/or disclosure within the meani ng of Article 5 PCT for only a very 
limited niinber of such methods. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. Independent of 
the above reasoning, the claims, also lack clarity (Article 6 PCT). An 
attempt is made to define the method by reference to a result to be 
achieved. Again, this lack of clarity in the present case Is such as to 
render a ^ meaningful search over the whole of the claimed scope 
Impossible* Consequently no search has been carried out for claim 5. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not he the subject of an 
international preliminary examination (Rule 65.1(e) PCTJ , The applicant 
Is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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